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DETAILED ACTION 

Applicants arguments filed on 3/14/2008 have been fully considered. In 
particular Applicants arguments over the 35 USC 1 03 rejection over Muller in view of 
Panchagula and Suzuki have been fully considered. In particular, Applicants argue that 
Muller teaches the release of the free base of rotigotine as being markedly improved 
over the use of salts and therefore teaches away from using salts. Applicants further 
argue that Panchagula merely summarizes the hope and potential surrounding 
iontophoresis and remarks on limitations and practical considerations concerning 
iontophoresis. It is further argued that Suzuki does not provide information on the 
concentration of the salts used and does not indicate a preference for the chloride salt 
as compared to the other salts listed. 

In response to the above arguments, it is noted that Muller teaches that the 
solubility of the free base of rotigotine is more soluble than the hydrochloride salt so that 
the active substance is preferably only partially dissolved. It is further taught that the 
hydrochloride salt passes the stratum corneum poorly and it necessary to use the 
lipophile and monovalent acids to convert the hydrochloride into the more lipophilic 
oleate and acts as a permeation enhancer in the skin. Therefore, although it is taught 
that in the invention of Muller the free base is more soluble, it is further taught to use 
lipophiles and monovalent acids in an effort to enhance penetration into the skin which 
reads on the present claims as written which comprises rotigotine and a chloride salt. 

In response to the arguments over Panchagula are not persuasive because 
Panchagula is used to show that this is a method of transdermal^ delivering 
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compounds across the skin. Panchagula also discusses methods of using 
iontophoresis, such as electro-osmosis, that is important with large ions. As with any 
system of drug delivery, limitations are recognized. However, Panchagula teaches 
various systems of iontophoretic devices that deliver various types of compounds. 
Regarding the choice of salts used, it is noted that chlorides provide a positive and 
negative charge to aid in transporting compounds through the skin. By applicant's own 
admission in the specification in the last paragraph on page 7 spanning into page 8, all 
chloride salts which are pharmaceutically acceptable may be employed in the 
composition of the invention. It is also taught that NaCI, triethylammonium chloride and 
tributylammonium chloride are art equivalent as being used in the invention. 
Accordingly, it would be obvious to use any chloride salt in the invention to aid in the 
transdermal delivery of rotigotine. 

Accordingly, the following modified rejection is given below. 

Claim Rejections - 35 U.S.C. § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 2-7 and 9, 16-20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Muller et al. (US Patent 6,884,434) in view of Panchagnula et al. 
(Curr Op Chem Biol 2000, 4:468-473) and Suzuki et al. (US Patent 6,416,503). 
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Muller et al. teach a transdermal therapeutic system comprised of rotigotine in 
the hydrochloride form (see Col. 1 , lines 9-25 and Examples 3-7). It is further taught 
that this transdermal therapeutic system is used for the treatment of Parkinson's 
disease (Col. 1, lines 9-10). 

Muller et al. does not teach treating Parkinson's disease transdermal^ by 
application of an iontophoretic device, the concentration of rotigotine, the concentration 
of the chloride salt with a pH of 4 to 6.5 or the specific chloride salts as claimed in 
claims 4 and 5. 

Panchagnula et al. teaches that iontophoretic transport involves movement of 
molecules across the skin (see second and third paragraph in column 2, page 468). 
Table 1 shows iontophoretic products underdevelopment, one of which includes a 
wearable iontophoretic patch (page 469). In addition it is further taught that a 
hydratable gel pad is also useful (last paragraph page 470). 

Suzuki et al. teach iontophoretic drug devices that contain sodium chloride (Col. 
7, lines 1-3). 

Furthermore, it is obvious to vary and/or optimize the amount of rotigotine, 
amount of chloride salt and pH provided in the composition, according to the guidance 
provided by Muller et al. and Suzuki et al. to provide a composition having the desired 
properties such as the desired concentrations of rotigotine, chloride salt and pH in order 
to effectively construct an iontophoretic device that will effectively transfer drug through 
the skin. It is noted that "[W]here the general conditions of a claim are disclosed in the 
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prior art, it is not inventive to discover the optimum or workable ranges by routine 
experimentation." In re Aller, 220 F.2d 454, 456, 105 USPQ 233, 235 (CCPA 1955). 

Accordingly, it would have been obvious to one of ordinary skill in the art at the 
time of the invention to combine the teachings of Muller et al., which teach a method of 
treating Parkinson's disease with a transdermal patch containing rotigotine 
hydrochloride, with the teachings of Panchagnula et al., which teach transdermal 
delivery of drugs via iontophoresis, including a patch and Suzuki et al. which teach the 
use of sodium chloride in an iontophoretic device. Due to Applicants own admission in 
the specification spanning the last paragraph of page 7 to page 8, any pharmaceutical^ 
acceptable chloride salt can be used in the invention and teaches equivalency of NaCI, 
triethylammonium chloride and tributylammonium chloride which would lead one of 
ordinary skill in the art to believe that any of the 3 above mentioned chloride salts are 
equivalent and can be used in the invention. One would have been motivated to use 
iontophoresis as a method to transdermal^ deliver rotigotine hydrochloride because it is 
an efficient method to deliver drugs and cost effective (as taught by Panchagnula et al.) 
and to add sodium chloride in an effort to further improve drug delivery (as taught by 
Suzuki et al.). 



Conclusion 

No claims are allowed. 
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Contact Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Renee Claytor whose telephone number is (571 )272- 
8394. The examiner can normally be reached on M-F 8:00-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Renee Claytor 
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Supervisory Patent Examiner, Art Unit 1617 



